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Protocol/-, 1 Glaxo Wellcome) - A Randomized, Double-Blind, Parallel-Group 
Study Evaluating The Protective Effects Of The Sahneterol Xinafoate/Fluticasone 
Proprionate Combination Product (50/25Omcg BID via DISKUS) Against Bronchospasms 
Induced by Activity As Measuxed by Exercise Challenge Testing In Adolescent And Adult 
Subjects Who Require Chronic Maled Corticosteriod Therapy For The Treatment Of 
Persistent Asthma. 

ProtocolL I- Randomized, Investigator Blinded, 
MultiCenter, Comparison, Of Two Dosings DuringL 3 vs. Amoxicillin/Clavulanate 
For The Treatment Of Acute Maxillary Sinusitis. 

This inspection is part of the FDA’s Bioresearch Monitoring Program, Which includes 
inspections designed to evaluate the conduct of research and to ensure the protection of the 
rights, safety, and welfare of the human subjects of these studies. 

We note that at the conclusion of the inspection, our personnel presented and discussed with you 
the items listed on the Form FDA 483, Inspectional Observations. We have reviewed the 
inspection report; documents submitted with that report; your May 18,200l letter addressed to 
Dr. Jchn R. Martin, Branch Chief, GCP 1, Division of Scientific Investigations, Center for Drug 
Evaluation and Research, in response to the Form FDA 483 inspectional observations; and your 
letter to the Chairman 0fL ] Institutional Review Board, dated June 18,200l. We find 
your responses to be unacceptable. 

Based an evaluation of the information obtained during the inspection, we have determined that 
you violated FDA regulations governing the proper conduct of clinical studies involving 
investigational new drugs and the protection of human subjects as published under Title 21, 
Code of Federal Regulations (CFR), Part 312 (copy enclosed). Our investigation revealed that 
you aid not fulfill your obligations as a clinical investigator. 

This letter provides you with written notice of the matters under complaint. A listing of the CFR 
violations follows. The applicable provisions of the CFR are cited for each violation. 

1. FAILURE TO CONDUCT YOUR STUDIES IN ACCORDANCE WITH TEE 
APPROVED PROTOCOL (21 CFR 312.60) 

You failed toconduct the studies in accordance with the approved protocol in that: 

ProtocolL - 

a. The case report forms (CRFs) submitted to the sponsor for at least 6 subjects 
J indicate that you performed the protocol-specifi et-F sinus 

punctures at Visit 1. However, during the inspection you informed the FDA investigators 
that you did not perform sinus punctures for any subjects in the study. You indicated that 
the procedure you actually performed was “rhinoscopically guided middle meatus 
aspiration”. In your May 18,200l letter to the FDA, you confirmed that you substituted 
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middle meatus asp&on for the protocol-specified sinus puncture for all of the subjects 
enrolled at your site. Despite your belief that middle meatus aspiration is safer for the 
subjects, it is unacceptable that CFRs do not accurately reflect the procedure performed on 
the subjects. You must inform the sponsor and obtain approval from the sponsor prior to 
changing any protocol-specified procedure. You must inform the subjects correctly and 
accurately in their consent forms about the particular procedure you will perform and if 
the procedure is changed fkom that specified in the protocol, the rationale for such change. 

b. You collected specimens (by rhinoscopically guided middle meatus aspiration) from 3 
subjects after study drug administration, instead of within 48 hours prior to study drug 
administration as specified by the protocol. 

Time of Timeof 
Subiect pJ& * . IE Admmrstration . 

il 

neclmenco IkCtiOIJ -- 6/14/00 16:lO 16:15 
5/l 5/00 15:oo 1690 
5/12/00 17:15 18:lO 

c. You did not obtain the blood pressure reading for subjectc Ion Visit 1 as required by the 
protocol. 

Protocolr 
4 3 

d. You did not perform protocol-specified sinus punctures ptior to the start of study drug for 
subjects in this study. During the inspection, you indicated the procedure you actually 
performed was “rhinoscopically guided middle meatus aspiration”. You confirmed the 
use of this procedure in your response of May 18,200l. You did not inform the sponsor 
or obtain approval firorn the sponsor for this change in procedure. 

Protocols -J 

e. You enrolled subjectL $003) into the study although the subject did not meet the 
inclusion criteria of reversible ahway disease, defined in the protocol as a 2 12% increase 
over baseline in FEVt within 30 minutes of the inhalation of 2 put& (18Omcg) of albuterol 
aerosol. The post medication pulmonary function teat (PFT) performed June 23,2000, 
ixd.icated a 6.5% increase over baseline in FEVI at 36 minutes, and a 7.7% increase over 
baseline in FEVl at.46 minutes. 

f. For the see subject 
& 

!003), you administered albuterol for the June 23,200O post 
medication PFT by neb I er instead of by the metered dose inhaler required by the 
protocol. 



Page 4 - William N. Sokol, M.D. 

g. You failed to perform 60 minutes of post-exercise monitoring in accordance with the 
protocol. The protocol specified that during the exercise challenge test at Visit 4, each 
subject was to have pulmonary function testing and vital sign monitoring at 5,10,15,30, 
aud 60 minutes post-exercise. SubjectL -)Nas monitored for 15 minutes post-exercise 
and then sent home. You state in your letter of May 18,2001, that the study coordmator 
was new, and that she mistakenly sent the subject home after noting a 20% decrease in the 
subject’s FEVl. We note that you acknowledge that a full 60 minutes of post-exercise 
monitoring should have been performed. As the principal investigator for the study, you 
are responsible for assuring that all employees are aware of protocol requirements and that 
they are obligated to follow the protocol. 

2. FAILURE TO -AIN ADEQUATE AND ACCURATE RECORDS 
[21 CFR PARTS 312.62(b)] 

You failed to maintain adequate and accurate study records for ~rotocolL 
3 that: 

a. Themedicalcharts fort $ndL 3 dt in ‘cate that each of these subjects had prior 
sinus surgeries. These surgerres were not documented in the CRPs for either subject. 

b. The concomitant medications, 1% oxymetazoline and 4% xylocaine, administered to 
obtain sinus samples, were not appropriately recorded as follows: 

1) SubjectL 3Th e concomitant medications were not listed on the CRFs. 

2) Subjects 
L 

3 The wnwmitaut medications were listed in the 
medical 
titledL 

arts and in the CRFs, however they were not listed in study documents 

2 
- Source DocumentNtit 2 mated specifically for this study. 

We acknowledge that e protocol permitted the listing of concomitant medications 
directly into the CRP, and,that the CRP would then become the actual source 
document. However, all forms or documents used in a study are considered study 
records, and are expected to contain the same information as the CRPs. 

3) SubjGtL JTheCRP f or subjectL Jim~cates that procedures conducted on 
- July 10,2000, including sinus x-ray, sinus puncture, blood and urine samples, and 

study drug ad~&G~tration, all took place at 15:30. During the inspection, you 
acknowledged that these procedures could not have occurred at the same time; 
however, this information ‘was submitted to the sponsor as if the procedures were all 
conducted at 15:30. 
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3. FAILURE TO OBTAIN INFORMED CONSENT FROM STUDY SUBJECTS 
[Zl CFR 31260 AND 21 CFR 50.2!!(a)] 

]md Protocols 1 

The consent form for both studies states that a sinus puncture would be performed at Visit 1 
and, if necessary, at subsequent and post-therapy Visits. 
perform sinus punctures. 

By your own admission, you did not 
Therefore, subjects in these studies were not adequately informed 

of the procedures (i.e. rhinoscopicaily guided middle meatus aspiration) they were to 
undergo. 

4. FAILURE TO INFORM TEE IRB OF CHANGES TO TEE PROTOCOL 
[21 CF’R 312&J. 

Protocolsll_l 3dL 3 
You failed to inform and obtain approval tirnL @unional Review Bo 

84a-7 for the changes in the protocols, specifically, your subtitution of rhinoscopically gtu ed 
middle meatus aspiration for protocol-spec’ 

z 
WL f 

ed sinus punctures in protocols 
You also failed to inform and obtain approval 

.om th&]IRB for the use of a nebulizer in place of a metered dose inhaler to administer 
ventolin in protocolL 1 

This letter is not intended to be an all-inclusive list of deficiencies with your clinical studies of 
investigational drugs. We wish to remind you that as principal investigator, you are responsible 
for ensuring adherence to federal regulations and ensuring that the investigations are conducted 
according to the investigational plans. 

Your violations of FDA regulations outlined above, particularly the protocol violations, resulted 
in the submission of inaccurate data to the sponsors of the referenced clinical studies, and the 
submission of unacceptable data to FDA. You must address these deficiencies and establish 
procedures to ensure that any on-going or future studies be conducted in compliance with FDA 
regulations. We plan to monitor your research activities to ensure that you have indeed 
implemented appropriate amective actions and that your revised clinical investigation 
procedures comply with federa regulations. 

Your May 18,200l letter,.add&sed to Dr. John R Martin, Branch Chief GCP 1, Division of 
Scientific Investigations, Center for Drug Evaluation and Research, and your letter to the 
Chairman off $utitutional Review Board, dated June 18,2001, fail to provide us with 
assurances that in fbture studies you will adhere to the approved investigational plan as written. 

Within fifteen (15) working days of receipt of this letter, you must notify this office in writing of 
the qxific corrective actions you will t&e to address all of the deficiencies noted above and to 
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achieve compliancy with the FDA regulations. If corrective actions cannot be completed within 
15 working days, you may request q~ extension of time in wMch to respond by stating the reason 
for the delay and the time within which the corrections will be completed We will review your 
response and determine whether it is adequate. Faiiure to provide adequate assumnces of 
compliance with FDA regulations may result in fbrther regulatory action without f&her xiotice. 

Your reply should be sent to: 

Antoine El-Hage, Ph.D. 
Associate Director 
Good Clinical Practice Branch I & II, HFD-46/47 
Division of Scientific Investigations 
Office of Medical Policy 
Food and Drug Administration 
7520 Standish Place, Room 125 
Roclmille, Maryland 20855 

$ncerely yours, 

Y oanne L. Rhoads, M.D., MPH 
Director 
Division of Scientific Investigations 
Office of Medical Policy 
Center for Drug Evaluation and Research 

Enclosure: 
21 CFRpti 312 


